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Image shows a surface-shaded cryo- 
electron microscopy image of a West 
Nile virus particle (kindly provided by 
Richard J. Kuhn, Purdue University, 
West Lafayette, IN). Individuals 
homozygous for a deletion muta- 
tion in the gene that encodes the 
chemokine receptor CCR5 (CCR5A32) 
are more susceptible to symptomatic 
WNV infection. Related article by 
Glass et al. 

See page 35 


CORRECTION 

The words on the cover of the 
December 19th, 2005 issue “Carbon 
Monoxide Eases Irritable Bowel 
Syndrome” should have read “Carbon 
Monoxide Eases Inflammatory Bowel 
Disease”. We apologize for any confu- 
sion caused. 
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The transcription factor interferon 
regulatory factor 8 (green) is highly 
expressed in germinal center centro- 
blasts and drives the expression of 
activation-induced cytidine deaminase 
and Bcl6. 

See page 63. 
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Uptake of the parasite Leishmania 
major by dendritic cells (DCs) 
requires the binding of parasite- 
specific antibodies to Fey receptors 
on the DCs. 

See page 177. 
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Correction 


Correction 


Engraftment of donor Langerhans 
cells after hematopoietic stem cell 
transplant is more rapid when the 
recipient receives full intensity trans- 
plants. Image shows Langerhans cells 
from a male transplant recipient who 
received bone marrow from a female 
donor (X chromosome [red]; 

Y chromosome [green]). 

See page 27. 


IN THIS ISSUE 


T cells tamed by statins 
PARing down EAE 
Half-cocked T reg cells 

Two mast cell roads diverge 
Constrained by cadherins 
Heather L. Van Epps 


FROM THE ARCHIVE 


René Dubos: unearthing antibiotics 
Heather L. Van Epps 


COMMENTARIES 


Cytolytic responses: cadherins put out the fire 
Marco Colonna 


All is not Toll: new pathways in DNA recognition 
Hermann Wagner and Stefan Bauer 


Thymic stromal lymphopoietin: master switch for 
allergic inflammation 
Yong-Jun Liu 


BRIEF DEFINITIVE REPORTS 


Human antibodies induce arthritis in mice deficient in 

the low-affinity inhibitory IgG receptor FcyRIIB 

Stefka B. Petkova, Konstantin N. Konstantinov, Thomas J. Sproule, Bonnie L. Lyons, 
Moheeb Al Awwami, and Derry C. Roopenian 


Essential role of the T cell-specific adapter protein in the activation 
of LCK in peripheral T cells 

Francesc Marti, Gonzalo G. Garcia, Philip E. Lapinski, Jennifer N. MacGregor, 

and Philip D. King 


Killer cell lectin-like receptor G1 binds three members of 

the classical cadherin family to inhibit NK cell cytotoxicity 

Masayuki Ito, Takuma Maruyama, Naotoshi Saito, Satoru Koganei, Kazuo Yamamoto, 
and Naoki Matsumoto 

See commentary on page 261 

See news item on page 257 


ATM regulates ATR chromatin loading in response to DNA 
double-strand breaks 

Myriam Cuadrado, Barbara Martinez-Pastor, Matilde Murga, Luis |. Toledo, 
Paula Gutierrez-Martinez, Eva Lopez, and Oscar Fernandez-Capetillo 


T-independent type II immune responses generate memory B cells 
Tetyana V. Obukhanych and Michel C. Nussenzweig 


THE 
JOURNAL OF 
EXPERIMENTAL 
MEDICINE 


VOLUME 203 NUMBER 2 
FEBRUARY 20, 2006 


www.jem.org 


ON THE COVER 

Artwork (cut Coloraid paper on paper) 
by New York artist Rachel Urkowitz 
(email: rachelurk @earthlink.net). 
Image shows the interaction between 
the NK cell inhibitory receptor KLRG1 
and its newly identified ligand, 
E-cadherin, on target cells. Related 
article by Ito et al. 

See page 289 
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Inactivation of the PRDM1/BLIMP1 gene in diffuse large 
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T cells lacking the calcium-binding 


protein calreticulin are hyperre- 
ARTICLES sponsive due to increased cytosolic 


Prostacyclin-IP signaling and prostaglandin E,|-EP2/EP4 signaling 


both mediate joint inflammation in mouse the eucieus. 
collagen-induced arthritis See page 461 
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ntrol 
See news item on page 257 Contro 
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absent in many activated B cell-like 


H2-M3-restricted CD8 T cells are not required for MHC porn gy a 


class Ib-restricted immunity against Listeria monocytogenes See page 311 
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: rheumatoid arthritis cause joint 
See news item on page 256 inflammation (shown) when trans- 
ferred into mice lacking the inhibi- 


Yellow fever vaccine YF-17D activates multiple dendritic cell tory receptor FeyRIIB. 
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Regulation of peripheral T cell activation by calreticulin ' 
Simona Porcellini, Elisabetta Traggiai, Ursula Schenk, Denise Ferrera, (yellow) is upregulated on astrocytes 


Michela Matteoli, Antonio Lanzavecchia, Marek Michalak, and Fabio Grassi in mice with experimental 
autoimmune encephalomyelitis. 
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Image shows a macroscopic view of a 
blood clot. Two articles in this issue 
address the in vivo regulation of 
pathological clot (thrombus) forma- 
tion. Photo provided by Jim Dowdalls, 
Photo Researchers, Inc. See related 
articles by Chauhan et al. (page 767) 
and Kleinschnitz et al. (page 513), 
and commentary (page 493). 
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Structure of the T cell receptor of 
natural killer T (NKT) cells. 
See page 661 


Brain injury (white) is reduced in 
mice lacking the clotting protein 
factor XII (FXII). 

See page 513 
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Nur77*/* Nur 


VEGF-A induces tumor growth 

by inducing the expression of the 
orphan nuclear receptor Nur77. In 
the absence of Nur77, tumor growth 
is inhibited. 

See page 719 


HIV-1 RNA copies/ml 


200 
5 10 15 20 25 30 35 
Months after infection 
Viremia: —®-TW2 —®@-BR3 
CD4 counts: TW1 TW2 -O- BR3 


HIV viremia and CD4* T cell counts 
were similar in monozygotic twins 
(TW1 and TW2) infected with the 
same virus. 

See page 529 
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A polymorphism in the EAAT2 promoter is associated with 
higher glutamate concentrations and higher frequency of 
progressing stroke 

Judith Mallolas, Olivia Hurtado, Mar Castellanos, Miguel Blanco, Tomas Sobrino, 
Joaquin Serena, José Vivancos, José Castillo, Ignacio Lizasoain, 

Maria A Moro, and Antoni Davalos 

See news item on page 484 
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Infected site-restricted Foxp3* natural regulatory T cells 
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Pathology and protection in nephrotoxic nephritis is determined 
by selective engagement of specific Fe receptors 
Yoshikatsu Kaneko, Falk Nimmerjahn, Michael P. Madaio, and Jeffrey V. Ravetch 


-Tregcells +Tregcells 


The presence of CD25* regulatory 
T cells reduces the contact time 
between effector CD4* T cells and 
peptide-pulsed DCs (colors show 
tracks of effector T cells). 

See page 505 


Severity of renal disease caused by 
the deposition of pathogenic immune 
complexes (red) in the kidney is 
determined by selective binding to 
Fe receptors. 

See page 789 
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Self-Antigen 


Pancreas Lymph Node 
PD-L1 
Self-reactive 
T cells 


Expression of the inhibitory receptor 
PD-L1 on pancreatic islet cells pro- 
tects against CD4* T cell—mediated 


destruction of transplanted islet cells. 
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Prostaglandin E2 induces tumor cell 
expression of the proangiogenic 
chemokine CXCL1 (brown), thus 
promoting tumor growth. 

See page 941 
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The kinases PDK-1 and PKA get 
together to turn on Th2 cytokines. 
See page 1733 
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Antibodies against high mobility 
group box-1 protein (mAb) protect 
against organ damage during sepsis 
without decreasing apoptosis. 

See page 1637 
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See news item on page 1620 Point mutations in the leucine 
zipper domain of NEMO impair 


Light chain editing generates polyreactive antibodies in chronic to CD40 ligation. 


graft-versus-host reaction See page 1745 
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Anergic cells (right) sequester B cell 
receptors (red) in their cytoplasm 


Interleukin 12p40 is required for dendritic cell migration 
and T cell priming after Mycobacterium tuberculosis infection in a cholesterol-dependent manner. 
Shabaana A. Khader, Santiago Partida-Sanchez, Guy Bell, Dawn M. Jelley-Gibbs, See page 1773 
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See news item on page 1621 
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Image shows the proliferation of 
endothelial cells (blue) in lymph 
nodes. This process, which requires 
dendritic cells, helps explain how 
lymph nodes enlarge during an 
immune response. Related article by 
Webster et al. 

See page 1903 
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Dendritic cells are required for 
virus-specific T cells (green) to clear 
chronic brain infection after adoptive 
immunotherapy. 

See page 1963 


p40 (green) localizes to phago- 
some membranes (red) and couples 
FeyR-mediated phagocytosis to 
NADPH oxidase activation. 

See page 1915 
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U266+DCs 


Dendritic cell-tumor cell interaction 
enhances tumor cell clonogenicity 
and BCL6 (green) expression. 

See page 1859 


Arthritis-inducing autoantibodies are 
found in both the splenic marginal 
zone (red) and among the recirculat- 
ing follicular B cell pool. 

See page 1985 
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Artwork (cut Coloraid paper on 
paper) by New York artist Rachel 
Urkowitz (email: rachelurk@ 
earthlink.net). Image shows an in 
vivo immunological synapse formed 
between a cytotoxic T cell and a 
virus-infected brain cell. Related 
article by Barcia et al. 

See page 2095 
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Correction 


Carbon monoxide reverses established 
pulmonary hypertension by triggering 
apoptosis (yellow) of vascular smooth 
muscle cells. 

See page 2109 
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Image shows embryonic stem cell- 
derived cardiomyocytes (green) 
intergrated into an injured mouse 
heart, where they improve contractile 
function. Related article by Kolossov 
et al. 
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retinoid-regulated, tissue transglu- 
Essential roles of DC-derived IL-15 as a mediator pomreie (green) in human lymph 
node cells. 
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lilustration of chronic myeloid 
leukemia. Between red blood cells 
are immature white blood cells (pink 
with white border), which proliferate 
uncontrollably in this disease. Related 
article by Middleton et al. 

See page 2529 
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See page 2495 
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Dicer“/* mice have fewer regulatory 
T cells and suffer immune pathology, 
apparent in the gut (shown above) 
and elsewhere. 

See page 2519 
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Baff promotes B cell fitness and 
survival, increasing their size (left) 
and protein content (right). 

See page 2551 
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Ischemia-reperfusion injury (top) 
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treatment (bottom). 
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Reduced expression of the fibrotic 
inhibitor, caveolin-1 (green), is 
thought to cause pulmonary fibrosis 
(bottom). 

See page 2853 
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Tissue damage during colitis (top) is 
reduced in the absence of Vanin-1 
(bottom). 

See page 2817 
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